Prescription drug abuse is a growing problem nationally. In an effort to curb this problem, emergency physicians might rely on subjective cues such as race-ethnicity, often unknowingly, when prescribing opioids for pain-related complaints, especially for conditions that are often associated with drug-seeking behavior. Previous studies that examined racial-ethnic disparities in opioid dispensing at emergency departments (EDs) did not differentiate between prescriptions at discharge and drug administration in the ED. We examined racialethnic disparities in opioid prescription at ED visits for pain-related complaints often associated with drug-seeking behavior and contrasted them with conditions objectively associated with pain. We hypothesized a priori that racial-ethnic disparities will be present among opioid prescriptions for conditions associated with non-medical use, but not for objective painrelated conditions. Using data from the National Hospital Ambulatory Medical Care Survey for 5 years (2007)(2008)(2009)(2010)(2011), the odds of opioid prescription during ED visits made by nonelderly adults aged 18-65 for 'non-definitive' conditions (toothache, back pain and abdominal pain) or 'definitive' conditions (long-bone fracture and kidney stones) were modeled. Opioid prescription at discharge and opioid administration at the ED were the primary outcomes. We found significant racial-ethnic disparities, with non-Hispanic Blacks being less likely (adjusted odds ratio ranging from 0.56-0.67, p-value < 0.05) to receive opioid prescription at discharge during ED visits for back pain and abdominal pain, but not for toothache, fractures and kidney stones, compared to non-Hispanic whites after adjusting for other covariates. Differential prescription of opioids by race-ethnicity could lead to widening of existing disparities in health, and may have implications for disproportionate burden of opioid abuse among whites. The findings have important implications for medical provider education to include sensitization exercises towards their inherent biases, to enable them to consciously avoid these biases from defining their practice behavior.
Introduction
We used NHAMCS data from five years, 2007 through 2011 (latest available), which is made available by the Centers for Disease Control and Prevention (CDC). Data prior to 2005 did not include information about whether medications were administered in the ED or prescribed at discharge, and data prior to 2007 did not include the 'number of ED visits to same ED in past 12 months' variable-which could have implications on ED physicians' impression of whether a patient might be 'drug-seeker'. De-identified, publically available data were used that were exempt from institutional review board review.
Study Population
All ED visits made by adults aged 18-65 years for either a non-definitive or definitive condition during 2007-2011 were included. These conditions were defined using criteria from Pletcher et.al. study [15] , as follows: Non-definitive conditions were defined using primary reason for visit (RFV) codes, include: (1) Toothache (15001) 
Variable Definitions
The race-ethnicity variable was the key predictor, and was categorized into non-Hispanic white, non-Hispanic black, Hispanic and non-Hispanic other. One particular important covariate was severity of pain, with a rationale that the odds of prescribing opioids would be determined by pain severity. Pain severity was categorized into none (pain score = 0), mild/ moderate (pain score = 1-6), severe (pain score = 7-10) and unknown (pain score = 99 or missing). Other covariates included age, sex, type of insurance, location of the ED, whether the ED visit occurred on a weekend, and number of times the patient had visited same ED in past 12 months. The year of ED visit was included in the model to examine any secular trends. We also examined the presence of drug-dependence indicator [(RFV = 11450, 11500, 45181, 23200, 23210, 45180, 45181, 45182, 59100, 59150), or (ICD9-CM = 290, 291, 292, 303, 304, 305.0, 305.5, 305.6, 648.3)].
Up to 8 medications were recorded for each ED visit, that we classified into opioid and nonopioid analgesics using the MULTUM Lexicon 1 Drug Database Classification System [28] .
Opioids included narcotic analgesics or narcotic analgesic combinations (Level 3 Lexicon code: 060,191). Non-opioids included nonsteroidal anti-inflammatory agents, salicylates, analgesic combinations, anti-migraine agents, and COX-2 inhibitors. Each medication had a corresponding variable indicating whether it was prescribed at discharge, administered in the ED or both. Two primary outcome variables were created to indicate whether a patient received an opioid prescription at discharge from the ED and whether opioid was administered in the ED. If a patient received opioid at both times, at ED and at discharge, they were counted in both outcomes.
Analytic Methodology
To account for the complex survey design, weights, strata and primary sampling units provided with NHAMCS data were applied in all analyses. Descriptive analyses were conducted to examine the sample distribution across all covariates for each of the non-definitive and definitive conditions. Rates of opioid administration in the ED and prescription at discharge were also examined. Multivariate logistic regressions were used to assess the racial-ethnic disparities in both modes of opioid dispensing. In the first model, we assessed the racial-ethnic differences in odds of opioid administration and prescription after adjusting for pain severity. In the second full model, we controlled for all covariates described above. These multivariate regressions were conducted separately for opioid administration and prescription for each of the five conditions. All analyses were conducted using SAS version 9.4. Statistical significance was determined at p<0.05 using 2-tailed tests and 95% confidence intervals were used as precision estimates.
Results
During 2007-2011, an estimated 36.5 million ED visits were made nationally by non-elderly adults for abdominal pain, followed by 14.3 million visits for back pain, 6.9 million visits for toothache, 3.4 million visits with primary diagnosis of kidney stones, and 2.1 million visits for long-bone fractures. Descriptive results from Table 1 revealed that greater proportion of ED visits for non-definitive conditions (toothache, abdominal pain and back pain) were made by racial-ethnic minorities and younger adults compared to ED visits for definitive conditions (long-bone fractures and kidney stones). About 27-47% of ED visits were made by patients with private insurance, except for toothache, where the majority of ED visits were made by either the uninsured or Medicaid beneficiaries. Compared to patients with definitive conditions, a greater proportion of patients with non-definitive conditions had repeatedly visited the ED in the past year. The majority of ED visits were associated with severe pain for all included conditions. A majority of the ED visits for all conditions included in the study led to patients receiving either opioids or non-opioid analgesics, ranging from 61% for abdominal pain to 92% for kidney stones (Table 2) . Also, a majority received an opioid that was either administered at ED or prescribed at discharge, with a greater proportion of ED visits for definitive conditions receiving opioids (80-85%) than non-definitive conditions (52-65%). Among the five conditions, ED visits for toothache were the least likely (30%) to have opioids administered in the ED, but 57% of them resulted in an opioid prescription at discharge. On the other hand, ED visits for abdominal pain were the least likely (25%) to result in an opioid prescription at discharge, although 44% of them led to opioid administration in the ED. As the proportion with drug dependence was less than 0.5% for all conditions, we did not include it in our models. Table 3 shows the odds of receiving a prescription for opioids at discharge from ED and opioids administered in the ED by race-ethnicity, after adjusting for severity of pain. There were significant racial-ethnic disparities in both opioid prescription at discharge as well as administration at ED visits for back pain and abdominal pain, even after accounting for variation in pain severity. Non-Hispanic blacks had significantly lower odds (adjusted OR ranging from 0.51 to 0.67) of receiving opioids during their ED visits for back pain and abdominal pain compared to non-Hispanic whites. However, no racial-ethnic differences in opioid prescription/ administration were found among ED visits for toothache, and the definitive conditions. Pain severity was a consistent predictor of receiving opioids for all conditions in both models, except for kidney stones.
Results from the full logistic regression models modeling the odds of receiving an opioid prescription at discharge from ED and administration of opioids at ED are presented in Tables  4 and 5 , respectively. For back pain, compared to non-Hispanic whites, non-Hispanic blacks had 0.67 and 0.58 times the odds of receiving an opioid prescription at discharge and opioid administration in the ED, respectively. Among ED visits for abdominal pain, all racial-ethnic minorities had significantly lower odds of receiving a prescription for opioids at discharge, whereas non-Hispanic blacks had half the odds of non-Hispanic whites to have opioids administered at ED. Again, no such racial-ethnic differences in opioid prescription/administration were found among ED visits for toothache, long-bone fracture, and kidney stones. When examining other covariates associated with opioid prescription (Table 4) , we found that ED visits that occurred on a weekend had a 50% and 20% greater odds of receiving an opioid for toothache and back pain respectively, compared to ED visits occurring on weekdays. Pain was a significant predictor, wherein patients with severe pain were more likely to receive opioid prescription for all conditions, except kidney stones.
Similarly, when examining covariates associated with opioid administration (Table 5) , we found type of insurance, past ED visits, and pain severity to be significantly associated. Among non-definitive conditions, the odds of opioids being administered were 61% for Medicaid enrollees presenting with toothache, 63% for the uninsured with back pain, and 78% for Medicaid enrollees and uninsured, compared to the privately insured. Number of repeated ED visits in the past 12 months was significantly associated with opioid being administered for ED visits for abdominal pain and long-bone fracture. Pain severity was positively associated with opioid administration at the ED for all conditions.
Discussion
To our knowledge, this is the first study to examine racial-ethnic disparities in opioid prescriptions, while distinguishing drug prescriptions from drug administration in the ED, in conditions commonly associated with drug-seeking behavior in contrast with objective painful diagnoses. In this analysis of nationally representative data of ED visits over five years, we found that racial-ethnic disparities exist in both, opioid prescription and administration, during ED visits for back pain and abdominal pain, but not during visits for toothache, kidney stones and long-bone fracture. Our hypothesis was partially confirmed as racial-ethnic disparities were persistent among ED visits for non-definitive conditions, except toothache, but not for definitive conditions, after adjusting for covariates.
Several studies have examined racial-ethnic disparities in opioid prescription, without distinguishing prescriptions given at discharge from opioid administration at the ED [15] [16] [17] [18] [19] . However, prescribing opioids at discharge grants the patient greater access to opioids, hence requiring more trust from the physicians. Moreover, prescribing opioids has the potential to contribute to the prescription drug overdoses, while administration of opioids in the ED does not [18] . Current study distinguishes between prescription at discharge and administration in ED and found that racial-disparities exist in both types of opioid dispensing.
The evidence behind differential racial disparities based on types of diagnoses and conditions is conflicting. Many studies report no racial-ethnic disparities in opioid prescriptions for ED visits for long-bone fracture [16, 29] , yet others report significant racial-ethnic disparities for long-bone fractures and kidney stones [15, 30] . Our findings are similar to a study that shows significant racial-ethnic disparities in opioid prescription for less-objective conditions such as migraine or back pain, but no such disparities for long-bone fractures [16] . However, that study did not differentiate opioids that were prescribed at discharge from ED from those that were administered in the ED. We were able to make this differentiation and our results demonstrate significant racial-ethnic differences in both, opioid prescriptions and administration in the ED. ED visits related to dental problems have garnered attention recently, due to significantly increasing trends over time [25, 26, 31] . Toothache is often associated with drug-seeking behavior [32] [33] [34] , leading us to hypothesize that it would be similar to other non-definitive conditions and demonstrate racial-ethnic disparities in opioid prescription. A previous study also reported racial-ethnic differences in patients receiving opioids during dental ED visits, but were not significant after adjusting for covariates [35] . Again, this study did not distinguish between opioid prescription and administration. Our results indicate that there were no racialethnic disparities in either mode of opioid dispensing for toothache ED visits. Moreover, a large proportion (57%) of toothache ED visits resulted in prescription for opioids, resembling, in this aspect, definitive conditions. It is possible that emergency physicians are able to verify a dental disease diagnoses by examining the mouth and seeing an obvious dental pathology like a carious lesion or swelling. In that case, toothache ED visits would be treated similar to definitive conditions like fractures and kidney stones, hence limiting the subjectivity in physicians' decision to prescribe opioids.
Many studies have suggested that drug-seeking behavior is associated with repeated ED visits [36] , however, the impact of repeated past ED visits on opioid prescription has not been examined. We found that among ED visits for long-bone fracture, patients who visited the ED in the past year had lower odds of receiving opioid prescription and administration. In contrast, among ED visits for abdominal pain, those who had visited the ED more than 3 times in the past year had 50% greater odds of receiving opioid at the ED, possibly because frequent ED visitors for chronic conditions also tend to have other comorbidities, necessitating opioid administration [37] [38] [39] .
As the concern for prescription drug abuse heightens [1, 6, 40] , it is important to examine the indirect implications of efforts aimed to address this problem. Healthcare providers carry inherent human biases, which can impact their prescription practices, especially in situations that do not lend themselves well to objective decisions. Racial-ethnic minority patients, especially non-Hispanic blacks presenting with vague conditions often associated with drug-seeking behavior, may be more likely to be judged as 'a drug-seeker' relative to a non-Hispanic white patient, presenting with similar pain-related complains [10, 12] . This is especially concerning in the light of a recent study that found that prevalence of prescription opioid abuse and addiction is lower among Hispanics and non-Hispanic Blacks, compared to non-Hispanic whites [41] .
There is some evidence that patients visiting the ED on a weekend are more likely to receive opioids due to the implicit inability to visit the primary healthcare provider [36, 42] . We found that ED visits on the weekends for toothache and back pain had 50% and 20% greater odds of receiving opioid prescription. It is possible that ED physicians provide opioids for pain relief over the weekend, after which patients can be expected to access further care. Compared to those with private insurance, Medicaid enrollees and the uninsured visiting ED for non-definitive conditions had lower odds of opioid being administered, likely indicating provider biases similar to race-ethnicity.
Our study has several limitations. First, each condition included in the analyses could have a variable clinical presentation, some of which was accounted by pain severity. However, other clinical indicators may provide cues to the physicians regarding the severity of the condition, hence impacting their decision to prescribe opioids. We were not able to account for such variation in clinical presentation. Also, a non-definitive reason for visit such as abdominal pain could be associated with a more definitive diagnosis, such as pancreatitis. As we did not account for such variation within each condition, we may be underestimating the disparities due to misclassification. Another factor which could affect physician's decision to prescribe opioids is patient-initiated demand, allergies or reported adverse reactions to certain analgesics [21, 36] . Given the limitations of secondary data, we were unable to assess the effect of such factors on receipt of opioids. Finally, both prescription drug abuse and under-treatment of pain in the ED are issues of concern, and several initiatives have been proposed and implemented in parts of the country to address them. We could not account for these regional variations and their overall impact on opioid prescriptions, and differential impact among racial-ethnic groups.
Despite these limitations, our study shows that there are significant racial-ethnic disparities in opioid prescription and administration in ED visits for non-definitive conditions. These disparities may reflect inherent biases that health care providers hold unknowingly, leading to differential treatment of patients based on their race. A study examining physician's decision to prescribe opioids before and after using the drug monitoring system data found that physician decision changed in about 10% of the cases. More people received opioid prescriptions after physicians used the drug monitoring data compared to when physicians relied only on their clinical impression [21, 42] . It implies that physicians tend to err on the side of caution when prescribing opioids, and our findings demonstrate that physicians are conservative more often than not, when the patient is non-Hispanic black relative to non-Hispanic white. Such biases could have serious implications by widening existing disparities, especially since racial-ethnic minorities already experience greater barriers to accessing health care [43] .
On the other hand, opioid prescriptions are associated with the risk of initiating long-term addiction and abuse [44] . Recent evidence shows that non-Hispanic whites are disproportionately affected by the prescription opioid epidemic, with age-adjusted death rates more than thrice that among non-Hispanic blacks [45] . In light of this, our findings raises a perplexing question as to whether it is non-Hispanic blacks who are being under-prescribed, or is it nonHispanic whites who are being over-prescribed. Paradoxically, then, while non-Hispanic blacks do not benefit from bias, they might be inadvertently benefitting by receiving fewer opioid medications and prescriptions [45] . Nonetheless, the access to pain management decisions should be made without regard to race and ethnicity [46] . Future interventions could include sensitization of health care providers to their inherent biases [47] , hence enabling them to consciously avoid these biases from defining their practice behavior.
Conclusions
Significant racial-ethnic disparities exist in opioid prescription and administration at ED visits for non-definitive conditions like back pain and abdominal pain, but not for other conditions like toothache, kidney stones and long-bone fracture, partially confirming our hypotheses. Such differential prescription of opioids by race-ethnicity could contribute to widening of existing disparities in health, and possibly explain the enormous burden of opioid epidemic among non-Hispanic whites to a certain extent.
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